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PICO =Population Intervention Comparative Outcome
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Guldellnes Development Group

B Guidelines Development Group 22% (1373 El)

WHO Temporary Advisors 9% (4 E)
WHO Regional Office 154 (WHO EURO)
WHO HQ Secretariat 1534 (P644%)

Member of the WHO steering committee for the development of
guideline for the screening, care and treatment of HCV infection
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Day 3: Wednesday, 26 June 2013

Day 1: Monday, 24 June 2013
Time | Apenda item
09:00 | Welcome and opening remarks

Agenda overview, background of GHP, and intreduction of
chairpersons

Official welcome and charge to participants: Director,

03:30 Department of Pandemic and Epidemic Diseases

9-45 I Self-introduction of participants

Review of Declarations of interest

10:15
Logistics for group dinner
10:30 Refreshment Break
11:00 Overview of WHO Guidelines development process
11-15 Turning evidence into recommendations
11:45 | Discussion
12:30 | Lunch Break
13:30 PICO-3: Are behavioural interventions effective at reducing -
: alcohol use among person with chronic HCV infection?
- presentation of evidence summary: Burnet Institute
- review of decision-making table: co-Chairs
- Discussion and formulation of recommendation: All
15.00 | Refreshment Break
15:30 | Presentation: Cost-effectiveness model of early vs. late
treatment of HCV based on Egypt data
16:00 Discussion
16:15 PICO-2: When should HCV RNA tests be undertaken to detect
' viraemia
- presentation of evidence summary: Burnet Institute
- review of decision-making table: co-Chairs
- Discussion and formulation of recommendation: All
17:45 Adjourn
19:00 Group Dinner UN Beach Club, Chaussee de Lausanne

-
Day 2: Tuesday, 25 June 2013
Time | Agenda item
09:00 | Welcome and housekeeping issues
9:15 : P1CO-4 How to assess stage of fibrosis
' - Presentation: effectiveness and cost of non-invasive
i fibrosis assessments
! - review of decision-making table: co-Chairs
- Discussion and formulation of recommendation: All
10:30 Refreshment Break
11:00 PICO-1 HCV antibody testing: Targeted vs. symptom based
) screening
- presentation of evidence summary: Burnet [nstitute
- review of decision-making table: co-Chairs
- Discussion and formulation of recommendation: All
12:30 Lunch Break
13:30 Presentation: Hepatitis-related recommendations in the
’ updated WHO Consolidated HIV Treatment Guidelines
13:35 Discussion
13:45 | PICO-5 HCV therapy: Anti-viral therapy versus no treatment
’ - presentation of evidence summary: Burnet Institute
- review of decision-making table: co-Chairs
- Discussion and formulation of recommendation: All
15:00 Refreshment Break
15:30 | Presentation- cost-effectiveness of hepatitis C treatment in
i injecting drug users
15:45 PICO-6 HCV therapy: Pegylated interferon vs standard

interferon
- presentation of evidence summary: Burnet Institute
- review of decision-making table: co-Chairs
- Discussion and formulation of recommendation: All

17:30

Adjourn

Time | Agenda item
09:00 Welcome and housekeeping issues
09:15 Review of existing recommendations regarding frequency of
' laboratory monitoring to assess response to and toxicity of
HCV therapy
09:45 PICD-7 HCV therapy: Direct-acting anti-viral therapy versus
' pegylated interferon treatment
- presentation of evidence summary: Burnet Institute
- review of decision-making table: co-Chairs
- Discussion and formulation of recommendation: All
10:30 Refreshment Break
11:00 Continuation of discussion and review of HCV treatment
] recommendations
13:30 Review of all draft recommendations
15:00 Refreshment Break
15:30- | Sharing best practice: WHO interim guidance on the use of
15:45 | bedaquiline to treat MDR-TB
15:45 | Discussion of process to update recommendations when
" | new medications are approved
- Next steps
17:00 Closure of the meeting
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: HCV antibody testing: Targeted vs. symptom based screening

: When should HCV RNA tests be undertaken to detect viraemia

: Are behavioural interventions effective are reducing alcohol use
among person with chronic HCV infection?

: How to assess stage of fibrosis

: HCV therapy: Anti-viral therapy vs. no treatment

: HCV therapy: Peggylated interferon vs. standard interferon

: HCV therapy: Direct-acting anti-viral therapy vs. pegylated
interferon treatment
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PICO QUESTIONS for the WHO Hepatitis C Treatment Guidelines Evidence Reviews

Testing PICO question 1:

Population: People with a history of behaviors or exposures that place them at increased risk of hepatitis C infection.
Intervention: Targeted HCV antibody testing. “Targeted” means testing of individuals based either on their being part of a
defined a risk group (e.g. injecting drug user, person with HIV) or through questions to elicit a history of HCV-risk behaviors
(see CDC document [need to get reference]).

Comparison: Symptomatic HCV antibody testing. “Symptomatic”, means antibody testing based on the presence of liver-
related signs or symptoms *

Outcomes: Number of referrals to care/treatment for HCV, number of cases of HCV transmission, HCV disease progression
(liver cirrhosis, HCC, DCC), SVR, quality of life, all-cause mortality.

Study type/limits: Experimental or observational studies published between 1994 and the present.

Testing PICO question 2:

Population: People who are HCV antibody positive

Intervention: HCV RNA testing at the time of receipt of an positive HCV antibody result

Comparison: HCV RNA test in the context of HCV care as part of assessment for HCV therapy

Outcomes: Number of cases of HCV transmission, number achievingSustained virological response to HCV treatment (SVR),
number of cases of decompensated liver disease/hepatocelluar carcinoma/liver-related deaths/all-cause mortality, quality of life
Study type/limits: Experimental or observational studies published between 1994 and the present.

Care PICO questionl

Population: Individuals with chronic HCV infection

Intervention: Behavioral alcohol-reduction interventions

Comparison: No behavioral alcohol-reduction intervention

Outcome : Reduction or cessation of alcohol intake, SVR, liver fibrosis, decompensated liver, cirrhosis, hepatocellular
carcinoma, quality of life, All-cause mortality —since LR mortality isn't always accurately identified.

Study type/limits: Experimental studies (human) published between 1994 and the present




PICO 1MTestingZRUTHD &

Testing PICO question 1:

Population: People with a history of behaviors or exposures that place them at increased risk of
hepatitis C infection.

Intervention: Targeted HCV antibody testing. “Targeted”” means testing of individuals based either on
their being part of a defined a risk group (e.g. injecting drug user, person with HIV) or through
questions to elicit a history of HCV-risk behaviors (see CDC document [need to get reference]).
Comparison: Symptomatic HCV antibody testing. “Symptomatic”, means antibody testing based on
the presence of liver-related signs or symptoms.

Outcomes: Number of referrals to care/treatment for HCV, number of cases of HCV transmission,
HCYV disease progression (liver cirrhosis, HCC, DCC), SVR, quality of life, all-cause mortality.
Study type/limits: Experimental or observational studies published between 1994 and the present.
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: Indirect evidence from systematic reviews of HCV treatment in Children and PWID

Study, methods No of studies (pumbers | Intervention Summary of primary findings (35% confidence | Review conclusions
and population) Outcomes interval)

Druyts &t &l (2013) 1RCT. 7 non-randomised | PEG+RBV for all patients Amaong children ' Treatment is effective and sale in {reating children and
Irials » SVR: 58% (95%Cl 53.64) adolescants with HCY

Systemalic review Measured SVR, frealment »  Trealment discontinuation due fo AE: 4% (1-
Cochrane/PRISMA comphignt | (n=438, 3-18 year discontinuetion due to AE 7%)

children/adolescents)

Aspinall of &l (2013) & observational studies PEG+RBV for all patients Among P PWID: Treaiment among active PWID has a comparable SVR and
= SVRE1% |51 12%) adharence rates among studies to former ar non-FWID
Syslematic review (n=314 PWID, 45% active | Measured SVR, adherence, | »  Adherence 82% (74-89%)

| Cochrang/PRISMA complian! | PWID in last month) Ireatmant discontinuation o Treaimen! discontinuation (2lcause nol AE
';|?|”'|:-E-|.| EE:I SFrEI:IfIG] cE Yo | 1{? ?I'l::ull

Definitions for ratings of the certainty of the evidence (GRADE)*

Ratings Definitions Implications

This research provides a very good indicalion of the likely effect. The likelihood that the elfect wil | This evidence provides a very good basis for making a decision about whether toimplement the
be substantially different” is low. intervention. Impact evalualion and monitoring of the impact are unlikely to be needed f it is
implemented.

This research provides a good indication of the Iikely effiect. The likelihood that the effect will be This evidence provides a good basis for meking a decision aboul whether to implement the
substanlially different® is moderate. intervention. Monitoring of the impact is likely to be needed and impact evalualion may be
warranted if it is implemented.

This research provides some indication of the likely effect. However, the likelihood that it will be This evidence provides some basis for making a decision about whether 1o implement the
suhslannany different! is high. intervention. Impact evaluation is likely to be waranted if it is lmplemented

588,08 Thlsmsaan:h does not provide 2 refiable rndll:amndlhe Ilkelyeﬂ'ect The likefihood thal the effect | This evidence does not provide a good hasnalm’tnalmgadeusmnabmlmiherlomﬂmuve
Very low will be substanlially different? is very high. intervention. Impact evaluation is very likely lo be wamranted if it is implemented.

*Substantially differant; large enough difference that it might have an effect on a decision

*The Grading of Recommendations Assessment, Development and Evaluation (GRADE) Working Group began in the year 2000 as an infommal collaboration uipenph with an inlerest in ad‘:lrusw the shortcomings of present grading systems in health care. Tha
wam:ugmpnasdwmedamm serwaanuuampam awmbgmmrq quammmmm smgm of recommendations, Mynmmmmmmﬁmhmpmumpm |n1!nmedwﬂlumntn{m approach and have started using i
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Evidence profile [title]

Authors: David Hunl, Esther Aspinall, and Hamish Innes
Date: 2013-05-16

Question: What is the effecliveness of PEG-interferon and ribavirin versus standard interferan and ribavirin for chronic HCV treaiment
Settings: Individuals with chronic HCV infection

Bibliography: [Citation text]

Table 1: GRADE summary of findings

Question: Should pegylated interferon and ribavirin vs standard interferon and ribavirin be used for HCV?

Quality assessment Summary of Findings

" Inconsistency | Indirectness Imprecision mm Owarall quality of " Study evant rates (%) Relative Amticipatod absolute effects.
blos evidence With Standard WehPegrtsted | aast op | RiskwithStndd _ Risk difference with

interferon and Intesferon and
ribavlrin ribavlrin

Failure to achieve sustained virological response (CRITICAL OUTCOME)

6350 no serious no serious no serious no serious | undetected 188972858 1B55/3492 661 per 1000 | 126 fewer per 1000

(25 risk of bias' | inconsistency indirectness imprecision (66.1%) (53.1%) {from 93 fewer to
studies)

159 fewer)
72 weeks
Terminated study due to adverse events (CRITICAL QUTCOME)

5013 no serious serious” no serious no senous undetected DDDHO 26412231 34072782 118 per 1000 | 1 more par 1000
{16 risk of bias indirectness | imprecision MODERATE? (11.8%) (12.2%) {from 22 fewer to 29
studies) due to more)
72 weeks inconsistency

All-cause mortality during study (CRITICAL OUTCOME)
1402 no serious no serious no serious serious® BHDO OR1.26 | 13 per 1000 3 more per 1000

(5 studies) | risk of bias | inconsistency indirectness MODERATE® (0.52 to (from & fewer to 26
72 weeks due to imprecision 3.07) more)

Liver-related mortality during study (CRITICAL OUTCOME)

533 no serious no serious no serious serious* undetected DPDO OR0.63 | 15 per 1000 5 fewer por 1000
(2 studies) | risk of bias inconsistency indirectness MODERATE® (0.12 to {fram 13 fewer to 32

72 weaks due to imprecision 3.27) more)

Hepatic decompensation during study (IMPORTANT OUTCOME)
604 | serious’ no serious I no sericus serious® undetected bhEoo 51248 | OR 0.84 | 17 per 1000 | 3 fewer per 1000
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CRITERIA | JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL INFORMATION

' | The relative importance or values of the main outcomes of
' interest:

| Outcome Relative importance Certainty of the
evidence |

, l
| certainis ! SVR High | The data survey carried out prior to
the relative | Prabably - Decompensated Low-moderate | the second guidelines meeting
Possitiy no No | 1 N X . . .
importance  impotant  important  important  important  liver cirrhosis contained opinions on the relative

of the oAy owtanly ey e et | (DCC) importance of each outcome. These
| desifble | bty bty iy sty outomes | ponatocellar Low ' opinions were gathered from patients

O O O O O | cacinoma(Hoo) | and healthcare workers.

All-cause mortality Moderate

Adverse events Moderate
' leading to

' discontinuation

' Qualty offe No evidence

|
]
| w
=
1= .
z .
=

; Side effects: 14 fewer cases of HCC per 1000 with pegylated IFN ]
' (baseline 21 per 1000); 3 fewer cases of hepatic decompensation (from |
- o bty Ucetsn Pty Yes  Vares | 17 per 1000) and 5 fewer liver related mortality cases (from 15 per
oo o oo g | 1000). One more patient per 1000 terminated treatment due to adverse

| events (from 118 per 1000).




FhDFHMER —iELCE D T—

CRITERIA | JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL INFORMATION

Main resource requirements
Resource Settings

R Pt
rom Training Doctars/specialist nurses

TesQurces
required

small? Supervision Treatment given for 1 year and fol

and maonths thereafter
monitoring

Supplies IFN/RBV/DAA therapy

ok

BOURCE USE

Is the
incremental

cost small : gl
relative to - D C - Cost benefit analysis
the net

— ) WHO should be treated ----

What would An intervention targelcgit patients most at risk e.g. IDUs

ﬁ;g; Pereased Frobatly Uncertin Prabaty feduced [Varies| and prisoners is likely [ilinprove health inequities

on health
inequities?

Mo Fr -..,.ah Ungeran Probal

Is the

_ WHO recommend to treat ----

acceptable No J—u rb- Uncertain  Probubly  Yes Varies
to key i
stakeholders = [J I:I [ - - -

g WHO recommend to consider treat ----

Discussion in meeting




7D 3 KPR, &% - YSUF - HIV

THE ROADMAP

) World Health
{&# Organization

Introduction and rational use of new drugs and
drug regimens for TB treatment

CURRENT SITUATION

* Much progress has been made in research and development of
new drugs for tuberculosis (TB) over the last decade.

® A senes of Phase || and Il trials of shortenad treatment of drug-
suscepiible (DS) TB inciuding re-purposed drugs (B.g
flugroquinalones) or new dosages of known drugs |
rifamycin, rifapenting) are presently on-going, with earfiest
results expected in 2013,
MNovel drugs are being evaluated in Phasz Itb and Il trials,
including two drugs that are being tested for the treatment of
multidrug-resistant TB (MDR-TB) |bedaguiline and delamanid),
with dossiers submitted o drug regulatory authorities. One of
these (bedaquiline) has recently been granted licensure by the
U5 Food and Drug Ad oh under |ts accelerated
approval procedure.
Novel drug combinations for shortened treatment of DS and/ar
drug-resistant [DR) TB, including new or re-purposed drugs, are
under investigation

UNMET NEEDS
" People with drug-susceptible TB naed shorter and simplar
therapy;
*People with drug-resistant TB need 2 more efficacious, fully
aral, sharter, less taxic and safer therapy;
* Papple living with HIV need T8 drugs with no or low drug-drug
interactions with antiretrovirals;
* Peaple with latent TB infaction need sharter and safier therapy;
* Children with T8 need a mare child-friendly treatment.
WHY THIS GUIDANCE?
The likely introduction of new drugs or drug regimens for the
treatment of D5 or DR-TE will have a series of public health
implications, particularly regarding:
*the responsible use of new drugs as part of set combination
regimens for the treatment of D5 or DR-TE;
*the programmatic feasibility 2nd cost-effectivenass of newly-
developed treatments;
._' “the capacity to monitor scaled-up use of new drugs, and
" conduct surveillznce of drug-resistance;

* the prevention of emergence of new drug resistance,

Global TB Drug Pipeline

Discovery  Preckrical Coveloprer Clinkal Dewelopmast
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WHO STRATEGIC ROADMAP;

Policy development for introduction of new T8 drugs or
regimens in countries

*In April 2012, the WHO Stop TB Department established a
Task Force to advise and assist WHO in the process for the
development of policy guldance on the rational intraduction
and use of new drugs or drug regimens for TB treatment.
The aim is to improve access to quality TB cere and to
protect against the emergence of drug resistance.

= A stralegic rosdmap was then developed, with the support
of the Task Force, to guide WHO's timely development of
appropriate policy guldance on treatment of DS- or DR-TH
and relzted rational introduction and use, The roadmap also
includes WHO's role in supparting Member States in the roll
out of recommended new drugs within defined rogimens in
pragrammatic canditions.

8 The WHO Stratogic and Technical Advisory Group for
Tuberculosis [STAG-TB) endersed this readmap in June,
032,

SEE REVERSE FOR THE ROADMAP STEPS

For mare information please visit our website:
htto://www.who.int/th/new drugs

Production of
Information
notes
to key
stakeholders

Development
of policy
guidance

Preparation of a
plan for roll-out

af TB drugs or
regimens to
countries

Roll-out in
countrias

In addition to this overall information note for Member States and all partners, the following

information noteshave been developed for specific stakeholders:

« Infarmation note to TB Drug/Regimen Develapers: This note informs TB drug and drug regimen

developers on the doto ond evidence that will be needed by WHO to assess various praducts and

evaluate how these can improve treatment of various forms of TB, in order to consider revisions or
supplementation of WHD treatment guidelines, as appropriate. (Avallable onfine on WHO new TR
drugs website)
Infarmation note to National Regulatory Authorities (NRAs): This note informs MAAS about WHO's
pracess to develop new TR drug policy guldance, and encourages steps to facilitate timely reg
review and related actions |pre- and post-licensure) ta support rational introduction of new T8
drugs/regimens in cou es. [Avallable online on WHO new T8 drugs website]
Advice an compassionate use and expanded occess programmes for new TB drugs: Advice to
countries an access to TH drugs through compassionate use or expanded access programs will be

included in WHO's “fMDR-TE guidelines handbock™ due In 2013

Based on publicly available clir
proc 5 of stringent regulatory authorities, WHO will decide whether to convene expert

consultations, These experts will revdew data and advise WHO on the need to revise, update or
supplement current T8 treatm

[ trial data and related evidence, triggered or not by review

t guidelines,
Based on the results of expert consultations, WHO will decide whether to develop evidence-based
policy guidance on TB treatment with new drugs/regimens, as appropriate, with the involvement of
external peer reviowers. WHO is g
puidance development. WHO STAG-TB will also review and advise on guidance

ad by its Guidelines Review Committee in this process of

I, and when, newfupdated WHO TB treatment guidance is produced, associated upelallarml'
puidance for the roll-out of new TB drugsfregimens in countries will be developed, through wide
consultation with stakeholders [including national TB programmes, drug developers, regulators,
clinicizns, patients representatives, donors, technical panners).

WHO will work on a roll-out plan with stakeholders to promote country preparedness for
introduction of new TB drugs or combination of drugs, and support piloting of deployment of new
drugsfregimens in various mational settings. This plan will likely include issues related to dellvery
model design, financing, procurement and supply support, technical assistance, pharmacovigilance,

monitoring and evalustion, and operational research needs

Work will be carried out on market introduction of the new drugs/regimens, including development
of various approaches to facifitate safe and effective access while overcoming bottlenecks.
Implementation success will rely on close collaboration between key stakeholders, e, public and
private drug/regimen developers, drug regulators, programme managers, donors, technical partners
and patiems.

masimize the efficiency and effectiveness of T8 tre
plified platfarms for di

A NEW ERAINTB TREATMENT

The pipeling for new TB drug and regimens |s advancing, with new drugs becoming available now. Building an this progress, it
is critical to ensure that new drugs/regimens for the treatment of all formz of TB are effectively introduced in countries in a
wiay that guarantees access to the best treatmient for all these in need and avoids inappropriste use of new drugs, WHO will
develop evidence-based policies and strategy puidance for introduction of regulatory-approved drugs to ensure affordability
and access while preserving drug efficacy, Programmatic implementation should be aligned with ongoing efforts that aim 1o

it by optimizing drug regimens, advancing point-of-care and other
wcing costs, adapting defivery systems, and moebllizing communities.
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ANEW ERAINTB TREATMENT
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7H24H7:30 PMICWHO®Viral Hepatitis Global
Policy for World Hepatitis Day 2013D\FETR

Dear CEVHAP Members,

WHO is launching the Viral Hepatitis Global Policy Report for World Hepatitis Day 2013 via a
webinar on Wednesday 24th July.

The time will be:

Geneva: Wednesday, 24 July 2013 at 12:30 PM
Karachi: Wednesday, 24 July 2013 at 3:30 PM
Mumbai: Wednesday, 24 July 2013 at 4:00 PM
Bangkok: Wednesday, 24 July 2013 at 5:30 PM
Kuala Lumpur: Wednesday, 24 July 2013 at 6:30 PM
Singapore: Wednesday, 24 July 2013 at 6:30 PM
Hong Kong: Wednesday, 24 July 2013 at 6:30 PM
Beijing: Wednesday, 24 July 2013 at 6:30 PM
Taipei: Wednesday, 24 July 2013 at 6:30 PM
Seoul: Wednesday, 24 July 2013 at 7:30 PM
Melbourne: Wednesday, 24 July 2013 at 8:30 PM

We are only S days to World Hepatitis Day 2013. All the best with your World Hepatitis Day
campaigns and we look forward to sharing your successes with CEVHAP’s membership in due
course.

Best regards,

_un. CEVHAP Secretariat




Global policy report on the
prevention and control of
viral hepatitis
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This is
hepatitis...

Know it.
Confront it.

World Hepatitis Day
Wednesday, 24 July 2013

World Health OrFanization (WHO) Headquarters,
Geneva, Switzerland

Salle C, 12:30 - 14:00

Introduction and welcome
Joel Schaefer, Flagship Communications, DCO

Opening remarks
Dr Keiji Fukuda, Assistant Director-General, Health Security
and Environment Cluster, WHO

Country and civil society perspectives
» Dr Maha El-rabbat, Minister of Health, Egypt
« Dr Nafsiah Mboi, Minister of Health, Indonesia
» Dr Alexandre Padilha, Minister of Health, Brazil
» Dr Rajko Ostojic, Minister of Health, Croatia
» Mr Charles Gore, President, World Hepatitis Alliance

Launch of the WHO Global policy report

Dr. Sylvie Briand, Director, Pandemic and Epidemic Diseases,
WHO

Question-and-answer session

Wrap-up and future directions
Dr Stefan Wiktor, Team Lead, Global Hepatitis Programme

You may also join the meeting via internet:

Goto

https://who-meeting.webex.com/who-meeting/].php?
ED=2281474078RG=18UID=16140968628RT=MTY]M]M%3D




